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(57) Tabjets containing a 0-lactam antibiotic which 
can be easily taken as such because they are small and 
which, for administration to a dysphagic person, e.g. 
one of an advanced jage, can be taken as a dispersion . 
because they readily disintegrate by themselves when 
dropped into water iri a glass. Each tablet comprises 6 
to 85 wt.% p-lactam ^ntibiotic, 1 to 1 0 wt% lowly suK 
tuted hydrpxypropylcellulose and/or crosslinked/^ 
nylpyrrolidone as a .disintegrator, and 0.5 t^J^ 
binder. For producing the tablets, these in^f e "f er f 
tableted using waterfor an aqueous spj^__ 

. j.»nn* -iiK; ....*::;.'i;w.~. 
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lailyvrtfelat^L^ 
agrt^tttavqiW^ 

disintegration;^' to. aimethC^ bstnsvh; lO^vni er ; * .n^avp...^.: ,onr 2-\*rii*j ^,ri<;, 

B AGKQBPUNQcTECH^K>^3GM3 , ionerBs vnzuosrt^sa s; no-siurevJ n*iiw :&rii c-'ukv x)- vvni spj .sr.yrrr -rii ^ 
iRad&ularJyfo Eurcpa<and ^nertea^^ficfe pdactapD-antit)i.o^^suGh as^irn?;nd /'^i&w^ 



erallylnrsir&ta 

have to be considerably large in size. When 400 mg potc capt : 
reaohe&appfj^ro^tely.ENo^O, so^t notionly patients ;ha\ ^ 
become reluctant to take them or get a repulsive ' 
the casei.of=tab4ets, too?s4a©^spQten<*;^ " ■ 

sized . * '\ 0 r,iw 1 3 o^oi v n snc ;to; 1 bn id .s 1 -. \ : 
iThecpro^^sxenco ^^ciRttaki^ - , 



patientetont^ 
Thereto v 
tablet-size a* ) 
adosage^fa/ 
simply droppetc ......... 

of advanced age V 
tegration" as used he, . 
the tablet form spontaneoi 
can be orally taken in disper 



.Mherr^/'''' 



y jleaortabletsf ; 
• e capsule sizv ; 
/*a<f4fep£tients 

; jng]yar$ large- 

^vOfaressionitCh 

s. -v.:- -:>V'n;Vt^ *rv: 
^^ducing ttie u 



/mts&f&*^._ ~ \ 'S . jjopr-pvide 
$ \1 . : v s ^mrapid ajfcdisin^ pwitebeingo j 

. U . . JCejtJ*,^^ 

uiificu. ,s in swallowing the dosage form as such. The expression "rapid se$disin- 
,s that when the preparation is dropped into a glass containing a liquid such as water. 
x>llapses generally within 3 minutes, preferably wjtrjin. ypipuf*? so that said preparation 
^form without ayve^rn Jong before taking. - 
It is indeed easy to produce i i^^^cupable of sar^iritegrating very rapidly by incorporating an effervescent 
agent comprising a combination of sodiunr*j^cgen carbonate and tartaric acid, for instance. However, when such tab- 
lets are orally taken, they give oft-ft^i^nJ^ora| jsavj^so that patients f^-a^di^itftJrt or an unnecessary sensa- 
tion of anxiety. For securing a good shelf -Irfej In a hu^i0^nvi^;iment, it is ne^tesaryjto use a moisture-proof packaging 
material, which increases the production cost. The^^er^ ' *»^wAo*^ a «n>m u/hirh tho nr^m invention is 



intended to provide, it has been a tough problem to find ' 
the aid pf any effervescent component. 

For producing p-lactam antibiotic-containing tab! 
in the form of a dispersion resulting from selHlif »r 
0281200 B (corresponding Japanese paten^ar 
to 70% by weight, based on the v^eigty^fJ^ " 
a first disintegrator and 2 to 2<5%> - 
a second disintegrator. 

However, said first disirrte;/ 
tion of a binder component .i-V* 
stantiallyniL.ThisisbeGa^/- 
process for producing ^ 
is employed which cc 
turero^.TthOv.; ie> feictaf i»: 
are formed inevitably t T 
for tabletiagtdt ie apcc < 

* Meahatoife taW * 
nam&ofBsirosxinS ! . ; ;! 

be^n^grahtsd^Sdid^u^h, 
hertee isvei^Jiaisgew ? 

eWoCVp^ittstel:' 4 f 
orally taken, give a bit ' ^ 

itttltlSl'jbttXN^^ 

• tion levels and thus suited for tat ^ 
a pwWieh^ ^ 



>5Spih9 tftfrctesage form which the present invention is 
■rtjul^>r^enabling very rapid self -disintegration without 

be easily ingested as they are and be also ingested 
1 a technolct/ is desaibaa in European Patent EP 
• Koho S63-301 820), which comprises adding 24 
; v ^iystalline^lulose or microfine cellulose as 
" *nrteS| ^rydrbxypropylcellulpseorthelite 



t^et size. In addition, the propor- 
on the antibiotic, hence is sub- 
integrating properties. In the 

i an integrity of the artefact • 
^ %e and kneading the mix- 
- ^ s:a tr ^ault& largeilimps 
to provide grartuiem 

i( .jr^ep:that^^e; 
^ an pantos.. 

^ ' ■ 1^00 bf... 
!di- • 



iwever, whc^ciohfii^ 



/GOl- 



BNSDOCID: <EP__06903S9At J„> 



uble in water and become viscous and sticky. 
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DISCLOSUREOF THE INVENTION ~ uv tn ■ "' 

- to:an^tr^t*odev^^ WifWWmd i i-rfrt i - 

atuliii#4htfsame^ 
of €kldrttan^©^ofrtt^t>indW 

same, among others and, as a result, the inventor invented p-lartam^b^tfQ^^ *Wif«il«^^ 1 "- 
show good self-disintegrating properties and can be produced by a conventional method. 

Furthermore; the inventor found that when granulation is performed using ethanol, is<^6jp^l ^ofidlopi^SefelisV 1 K 
solution of ethanol or isopropyl alcohol, tablets showing better dispersibility upon self-disintegration can be obtained. 

-«*Th*p lactam atrm~w-*f w^mi^w ttfltfrs^wr^^ of ^p^wct*n 

antibiotic, iwira*-: ^ #mrfe:*^^ 

int«9ratoiV«^^ ^iowwa.™ . ^ v<?q&- pr^Joc; 00* nt>nvv «!.,?■. nt .^>si /'as^fencv s=:i o* ?*e« 

jPi^M^m ■ tfteifttt&r^ HfiWr ■ domain, ,per-'tW«t^0i*ciff^3%?Bys6 ; 



f Tine p^actarr ContractinjL§tete$ 
specified resptn b E bfT ES Fl FR GB GR IE IT LI LU NL 

more -«wip*ft& — <— — — 

the granulation! \ »$jur*i ne ^ ir ,*&hqoiqq 
thetic weefe** i^4S96-JP «74aW * * " 



•nuvBWSlKH!^ a bincler ' optionally together with one o#-'---; 
:~ ' «sa(i^rf of ^^ 



10 (,iBr^ : ^iiStea^2& ^M^te^w^f'---/ 

andlh^ltte: b^sr'. rj-iaaeia/aerfr^rtwa &e miot eg&?ot> erii Qn;woils^ ni s^iuni^b^^ir! naiblifo 10 ssgs boonsfe : o 
3r- biupi* B'pniniBtnoo aafii*} s oini b&qqoib wtewm* ertt neriwten; anfierr, nisieri -basn £B "ncirsiix;-: 
^o!n::;. ; ?.Mjv iq bifia terij (*&J^flfi|U w YWnsteiq- .asiynim £ nir*w\!isienap zseq&lloz yl3i;oeriBJrioq3 mipt jaktet srif 

iV >p&<v cnotec 4 gno{ pniii^wr- tt.-oitiw m of ^oiaraqeib ni ns>tei y-isio ed r^r> 
v.sa^viS'VrB r*iv gnntrioqiooni vcs.yiwqfc'' yiev giiite^^sib-ttea &insos^ etetdt.' 3b-:.'ocr*c? ot \bbs beebni &i ?! 
-CRf r".cwc r;s^.v ,'evowori sons)?nhat t bfos ohB'tB? bns stenoass ntriBQQWnuibos r : oiiH.n;o^oo s ^niyi !qr;cc tneg.^ 
^•?fv3,: yis3?->oennu.nr» to t^W^tap^NDel air^i/isq fsrt* os< M vfiap^^<^/!Cltl?^ $ Vi e V?'^ .n9>fFJ Yiisio «is are! 

i^l^fi'jioD noiU;bO'-q s*rft r^assioni-fbiriw .iBneism 

tnsnoqrnoo jneoaevTofte-ynB »o o»b ofj 
toi gnin isi noo-oitoiditnB r nsrofii -ij pnioutxyiq to=i 
' r ii3ib"tK3 mo"?: gnuluaa-- nc^i&qsibs to mio^ srii ni 
^q seensqel yni^rioqaenoo) 8 O0Sr8S0 
'^■*^^ja^-§ril rio b03Bd .Jtlgiew ya a \T. V cl 



ai noiiftfovn; :nece"icertj riDi-iw rrhW .jpJ i c o b c CKSOIkKf^ 
n.-oriiw noiirs-syetniffiD^iaa biqsi^ev gniidsn; 

oeia9gni or.i£-ad br :S s*£ yerii 3B b&;?9Qfii yt-ces 96 jj 
S Jn^te^ riBaofMij2 ni- [(Mifcdtoize^tonrioftT & J? 

.lavxwb^tfejuf' 0 ; * 

n .,/edients ere 



* »r»/liic.-i m iau be* «•;,'■■ 



ccGadK^tabletf^itai^;^,,^ „. wrfuq u IA.W.:. 

As a result of ir^ 

I'ewi^Ctttid^ilonQh'. 

arKScro^ink^^^; ;l^^lZr™^.J 

iBBBfJUl*"" 



:«w.-3*i#xih.t»i»i 
^ .... 1 « :t»iriw n.». art) 10 «it v 



-;tt »U fas UMi. /■■flW( . 



incfe-- 



'S 0* S bnt 6i£iQ9tnieib JRiit & 

.,..',^;nicibf3iftn:Be *>3vbwoH 

awnmoo iu ^encqrroo i^unid b to noir- 

t^so r;.' ::!ffr .Sin ylifii^riBi? 

,.. , ut , ' ^ - b. ':>ldelkilDa£;L*KP^s(i 
; ^^aroipfc.^^ 




The inventor of this invention made investigations in search of bindV^P^ies, &Ki$ c wouIci noi give advene effete 
on the self-disintegrating properties of tablets as well as investigations concerning^ Afc>'*^<i 
ferred binders, there may now be mentioned, for example, polyvinylpyrrolidone, hydroxypropylcellulose, preferably low- 
viscosity type (L-type) hydroxypropylcellulose. hydroxypropylmethylcellulose; methylcellulo^'s^fc^ 

Starch ;<inoir+l\/ ^fiMalatin»A^-«fai>Ak u:- -i ii. .1 ... .... . . . r ™ 

polyvinylpyrro- 

Efi^ ape**™ 



tabletf^ii><t^ ; nsl?( . _ 



Since p-lactem aritibiotics. for example cefi»W v _ ?w , www tt iq „ tOTmroq , ~ lw . auwH 

synttettom^ to b&sjj^n^^ 

for instance, though this is Walw^nare^pin ^ .-isvo « >w 

As regards the synthetic sweetener addition level. ^ich may vary a^^ • 
and the active ingredient p-lactam antibiotic, the sweetener is incorporated in tablets generally in a proportion of 0.5 to 

1 5% bv Wfiinht nroforahlw 1 ♦« 1 (*o& k« uia^k« . . . (tosfiV ..pjr.'.~ . ' <jj *i 



j .$maiU.eJess than 150 ur 



i, in mean particle size, with 



15% by weight, preferably 1 to 10% by weight 

Th'e ! e6tftfTi6itial Synttietzcswoelener grc^&cte are 

reduce#tfe'rit*df disirrtegraifor*af laWets.T 9; inp^ 

comprises incorporating a large amount of an extioiertt such as^i^i^^rirniS&fi^^ , ... 



' — mui^B.; iy ; H^iw^^^o^nj^faji^n rare, I 

comprises incorporating a large amount of an excipiertt such as~mic^r^rn^ 

•2!SSSSm^ m ^ aca ^ ^^rm^immMm'mmi^^ 9 ^^ ^""q «*> tables- 

'bToxiaior'the 

- -. , , - .. '''soasb a-is p.-r'tosost 

As a result, an invention was made of miniaturized tablets which can be easily taken as such and, when dropped 
into water in a glass, can rapidly self -diantegrate. enabling admjgistration thereof in dispersion form 

When such a synthetic sweet*n^as.s^ 
acid or a salt thereof (e.g. sodium cyclamate. caldum cydaWtC arM is used, said sweetener is 

required to be not less than 150 pm in mean particle size'. pt^ml^m^i^m^P in particle size. In the case 
of a sweetener capable of producing a satisfactory brtja^rnadking effect in small amounts, for example aspartame, it is 
not always necessary that the mean particle size be not less than 150 urn, slrfeWafsiniegrability of tablets is little 

The synthetic sweetener may be incorporated either in the form qf crystajljne grainshaving a mean particle size of 
not less than 150 um or in the forrrrof-a-grarai^eaD/oduct' meetjrjg^p^S^ifcrement as obtained by wet 
granulation from the powder tomb analLimeaneftcle'sfeeior by wet granulation or ^granulation from such powder 
together with a color additive and/or microcrystalline cellulose or a like exclpienT — • 

The granulation product containing light anhydrous silicic acid or hydrated silicon dioxide in addition to a synthetic 
sweetener can be produced by mixing the synthetic sweetener with 1 to 30% by weight, relative to the synthetic sweet- 
ener weight of light anhydrous silicic acid or hydrated silicon dioxide and granulating the mixture in the conventional 
manner, if necessary using a binderand/or one or more ot^jajWitives in common use. It was found that in the case of 
granulation products 00*9^0**™$)^^ «*fc*u»cUjar hydrated silicon diox- 

ide, the particle size isjnot critical, : wjth the resulMhat the self-disintegrating p ; . l adversely affected 

evenvvh^thej^p^ctei^^^ producing the tablets of . 

J^T5°i , "?T B * ^***?*?» * ™* wnventi^feU^yffoiidone."!^ may be 

mentioned. Thus. inadaitinntnthooiw«^«^^v;^^v^^«^^ . . .. . ^ -'M"r.- 7 . . / 



mentioned. Thus, in addition to the above-mei^ned synthetics „ g ynderJIowino aii^c^eetener. exdpients 
such as s n^oaystall.nrcet^ ~*^ti^%v,m<§i lidht anhydrous silicic 

aad,nydratodal.c«^^ 

l i? 9 ^ T ,nCOrporateS 0rtteBs the 8e ^ rt ^P'W^ When the f>lactam 

antibiotKhasalargepareae^^ 

to improve the powder fJewabiBty.iattuistep of cprr^ession. = ' lo! ^c ■vvqivnl vyiwq ba«t. :,\'so~' >A ' 

^■SSSi^lEZ^** producin 9 ,he tablete of me'"p?eielff.lmre^^ disjniwraV and 

budw^loTOlly^t^^ iM3ranulat ^ by a 

conventional method, the above-rrwi^^s^ mmMN&m 
together with one or more other ingredients (e.g. flowaWlity improper, Ii 
resulting mixture is subjected to tabJeting. . 

When, in the above production process, water is used for granulation in the granulation step. taKetejtfrn good self- 



EPOl 



8Si P *f 



ume/vo^§). cr.irnsoriOC ertoirfiorasvn' s.& c? KeiCSi* to sstnsoviq pn ! !s'>v<sini3ifc^;$3 v; . *v> 



.bynotfnsfn won ■ 



JO 



mg potency (ebput 307 ;n? g) ; &&(«n«gf J^^^^^^a,^^^^^^.^^, 
aretQbe*ken.fc.M^ 



irr-Vv^eri nc^cfij 



tablets cmpfcra:^ ; ??j«,M^^;^w^g W7 f -^ aj.&Lyi-ftiM6n tf^fr 
Moreover, the use of e&anol^^ 
is tion iatbe-grsaulat^ ^ nt; 

Test Example 1 (Disintegrator effect)" 
•Ac 5 «ding^^ 



mixf^iip*Td^^n^t,^6r^r?l3S;^< eMiilarjy'ocioir.-. sr. ric^s :r» ! - -axs r-.c »o i •■vohb s;v-si s cnttenocrtcani aretayrio: 
using M«l^iftal&*f^ btiftkiwe * t*&v -<a 



25 ascending and descending. Thfl^j! 



[ji^Tiu^Tfi^itTDS^nsvv-c: ^9,' nan .bsvcxiroi sc^ r\BZ noif£iQ&w.ib to on: .behbs si s^i 
r-qqcr ■ ,bns es ne;!£J yligaa ed nsr> rto<nw £la*dsJ tesnuts rt rti to &\ . -im roVin&ru ;v* .tluaei b iA 
..mich^:, ^ : ^lb rii roe will noi^-:rrqifcl^1 i^niJdsfva' ,srf5":o^.:i{cfL--tit^: /ibk:£-i f 
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»;i ^na^a 1 '^ lyse. far/ 

sir^i ^ ^asdsr to yiiiy 
to sfoihsq r^si'-.v,- 
^Dv^c:; slou? rncit no:: ' 



^rpaitt^cewui*^^ 

' ^I5ot5 *j5r fiSift c29:°ion'ed 9xia ribi;.£.q n.ss 
: anhydrous silicic acid 



1.2 



Oc-r 'r^rt ^25: Jon yd 6i 

^ fjriJ ni 'to Ocr n~T.l ^e*?: ton 
"jeb'.voq &tv moil ncifH'uns'i^ 



!::,-:., 



Oisir^feti*WieH^y 



Crosslinked polyvinylpvrrolidone 




^o:q r.o^i *f:o i q r* r -.t >i .r^rivv 



EP0e^,35%^ 



Test Example 2 (Binder study) 



According to the formulation shwnbelow in Table 3, cefixime'MjIk substance micronized by a pin-type mill, micro- 
crystalline cellulose and one of the binde^%g«i^r wiij^5D^"(by" volurro) ethanol; were-granulated in a high speed 
s shear mixer, followed by drying unper flowing air at 40°C tor 1^ hours and sizing throiiQrili SOO.-jim sieve. The granules 
sieved out were mixed with low-sdbstituted hydroxypropyfcelljjlose, li^ht Snhydrbu^si!ici05;dd|'and magnesium stear- 
ate, in the respective specified proportions, followed by compression on a single-pfjn^h, tablet machine, to give tablets 
each having the specif ied weight and a diameter of 1 1^mm. j ' j 

The tablets produced by the above method were Evaluated for disih^ratiori tffie urtrierihp same conditions as in 
10 Test Example 1 . The disintegration time data thus obtained afe shown in J^S^^-^n\ 
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20 



25 





Cefixime 

t ■ 




Microcrystalline cellulose ! . 




Binder | <>.;/: j nv'i 


,,.^9.(^4,6),, \,. j 


Low-substituted hydrox^ropy^lulose* " 


"~38:r~ :~ 


Light anhydrdus silicic acid 


y;z~— — ;i 


Magnesium stearate 


5.9 


Total 


538.7 mg (548.4 mg) 
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Table 4 



Binder _ - " '~' l %\> ~" 

i 


inmg) 


-Dfctnteg 


Polyvinylpyrrolidone " : 


0:9 (4:9)- 




^ Pol^Hylp^frbli^hei 1 . ^-i.oLcL km 
Hydroxypropylmethylcellulose 




\o ^eld( 


: i? syoy^ t jrJp^ 4 fgj,i:-L-.n.v r^- 




0.9(4.9) 

> ."i'tif. - ... _ 





\£min;)L 




TeSt<fe 



)ylcellulose (L type) or 

■■■ y .^.uv. ■:■ is Jco-u^^ ; v^ 

TtB% SO 

by ¥ jpiM^e niill, 'rriiiro-' 0 
^hielr vvitfi 1 ^ r ^v61ume) - 
r at 40°C for f 7 r hSurs and siz- * 
ing using a 500-^m sieve. The granules sieved out were mixed with ligf\'; ..->iicjc acld?maghe^urti ; st^rate ( 

strawberry powder flavor and commercial saccharin calcium, the large |. bize sacchann ^IfcJunri prepared in : 
so. Example 1 to be mentioned later herein or the granulated mixture of saccharin calcium and light anhydrous silicic acid 
prepared in Example 2 to be mentioned later herein, in the respective specified proportions, foilowe^fe/corn^^essih^ 
. orVlh """"" 



M^xanrHswb '$-(Sjnrith%tio''snwteterioii p&Rtide size .«tu0y>n...r-i,-;-. . .■'„. ' >■ 

^efcbftin^ 5, c^Tmebu^^ 

crystalline cellulose, low-substituted hydroxypropyl cellulose and polyvinyls 
etriSribil^^rSgVari&a'fec^rt^ ;/ ■'. 
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Test 
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to 
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44819 (4tfO>W : polW€y) 


qefpcime i ; . : ,„ ..,,\ r . 




bSsflcrberys^ .?&>K 












Polyvinytpyrrbikfote™ r; * V: ^ r - 




Light anhydrous silicic acid 


1.2 


..Mjagnesjum .stearate 


>>-*5.9 ■ • 




75 : " 


' Saccharin calcium or 




! granulated ^acCHarih calcium 


20.0 


1 Total ■ ' ; ^ 





ry ' , k 



J Tablr6 



Synthetic sweetener 
Saccharin calcium (mean particle size < 150 tim)~ 



Saccharin ca^rn^^ 



Mean disintegration time 
(min ). n « 6 

3? 



0.6 



a^a^tor >^ '" ' .' " ' <— . •.; 

so Di^|j;egr{jtipn.tirr^ 



::.-|r. 

55 Dispersibility after standing ofdispersions preparad 



:C>. 



EPO 



followed by observation of the appearance. 



{^•^■^i,r i £J in- 
Table 7 



75 



..... | 


Disintegration time (sec.) 


dtspW'stbility after' stand- 


Granulation using 50% ethanol j 


39 




Granulation using 1 0% ethanol i 




■ f; j i:>:Gi :-C.fi) .'Sjbl&C r»;v."!: ■ 


Granulation using- water' ..L.. 


62 




Remoxin Solutab 500-(commercialjv<^uct) 


46 


b 



a : Wholly uniform in color, substantially without any precipitate, 
b : A supernatant and a slight amount of a precipitate. 



Tire taWets^deiriv^froni thesjr^^ qg m . 
sd with those derived from the gramiTmpcepariKf usiho wafer. iBno:y '■ lOZ ' 3 V -' J ae^J:* ; ; 

Example 5 (Disintegration test) A * v "*, fTiCi ; ,yt>rjD ^"' : -&^^iwc!ioT tsc^cc-.. 

Test preparations A: Tablets produced in Example 1 to be mentioned later. B: Tablets produced in Example 7 to be 



mentioned later. C: Tablets produced in Example 8 to be mentioned later. 



25 Test>metho&L 



... . , *br^: toi*^ i^^oy- , . .... 

Thedisirtegratim ; t«ne^lyatioij w^s per^crr^-in^ 
ascending arxldescerxling, using an apparatus r-— * ■ 



I in 



30 Disintegration Test. 

Testnr6fiultsc/cf 



A: l.l3minutes '■ ' vc ^^P^&v.- svysf) ■ eovr*;.- k,:>^ *^ 

35 B: 1.30 minutes y.>^ 
C: 1:02 minutes 
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grebiihyr-; -y;-ii>v 



EXAMPLE 



t^^hattoQ ^preparations A to C of this invention each shows good disinte- 

* ™ Sf . : ;;: v ; ':, ;.::.;;: v ;:. ' ^ § f ?« • ; rr ^-^-^ ^•-^^•.^r^ 



Example 1 



45 »£ f WaterwasBiWed:tosaccte calcii^jand.t^ bf awr^eriifoh^ followed by. dry- 

ing, sieving and sizing to give saccharin calcium granulesribt f^ thah^ jifn ih (!MriUbftt%i3feI'-^-'C-' ■'-\r-r.-.-"«v-:-K.»a t^r u 
According to the formulation shown below, micronized cefixime bulk substance, miatferystellinejcelluiose, Ibwi5u> 
stituted hydroxypropylcellulose (L-HPC) and polyvinylpyrrolidone were weighed and mixed together, water was then 
added, and the mixture was granulated. The granulation product was dried under flowing air at 40°C for 17 hourjB and. 1 
so then siz^d Using a 500-u^rii$i.eye. The, q$nu;($6 siev^d^ut were mixed with magnesium stearate, light anhydrous silicic 
acid^^^awborryi flavor and^the a^ye^meolipp^d g^anuj^ 'sal^r^ iocdftJing'to ^ theiorr*Tulatiori..shown 
below! followed Sy compreseirjg on a ! sirjgle^jun,ch.t^ tabl^MCrfrliving the specified tweight > .« 



Micronized cefixim bulksubstanc 



Micrpcrystailine cellulose (Avicel™ PH101 ; Asahi Chemical Industry) 



38.9 mg 



8 



10 



15 



EPOI 

Table 8 (continued) 



L-HPC (LH-21 ; Shin-Etsu Chemical) „ ^ . . f 

Polyvinylpyrr^i^^^ 

Ughtanhydrou^ilicicacid (A6rosir ; Tomita Seiyaku) ; 

Magnesium stearate : v <. | 

Saccharin calcium ^ (not le^'thin isoljlm ir*^ 
Strawberry flavor j ■ ! 



Total 



38.9 mg 

. J*:?.!T>9 

1.2 mg 

-;5T9-mg-;-;;. 

"20r0fng — - — — 

— 7;5 rng- ■- - — 



5se.2-mg- 



■J . jMj.nti rote? 



Example 2 

. ... vo^HuuftramiYfldtoaetherinaratioof 20:1 and then water was added. 

Theresultammixturewasgranulatedbyaconv^on r , vv 
ture of saccharin cateium and light anhydrous sil.cic aad (7^0^ h partd mJJ. f ^ granulated mix- 
Then, tablets were produced foHowing the pr^ , ^msx3 tv. 
ture was used in lieu of 20 mg of saccharin calcium (Example 1 , TaWe8). 



Example 3 ,^t^ berio^rr;' :*- o- ; ci 



30 Example 4 

BASF). ar unm OS. f :8 

Examples 

40 Nippon Soda). r , c *v>\;- ^ 



Example 6 



45 that polyvinyipyrroh^^^ n . : ^ , ;i ... , f ., br ,^ ^ ^ 

(TG^B^;.6hinrEtau^esmip^):; !:r . i6on!r ; ,-; J:: ^jct r-x^ o -'avcs; n^:a:-;( : -.«irtSyrrtio» -r<> pr ^c;cA 

Example 7- : . ■ v , . i ; c o^"--. t.-cf t«iv.i cbw *• • j .:v;u:.;pr f*::' 1 ' .* -sr .up.*-, r :^'v ►-.-.•'wr. -*nt &m*- n*V: . 



composition as that in 



lei (fable 8). 



9 



Example 8 



70 



15 



20 



25 



35 



40 



55 



According tolhllor^ as in 



s Example 



A ! 



. ■ ' . Table 9 ' 



WcrdffizMxefanir BuIR suDstance 4 



Microcrystalline cellulose -(Avicef'PWOI^*^^'" cb ^ i^dic 1 

. ■ (,f\X?*iid7. , 0£\ "<v: icA .OS'.S* 

L-HPC(LH-21) 
Pdy\wv^yr!©lidc*»a :(K&lictoa£a)3«n Iwl 



29,2 mg 



Light anhydrous silicic acid (Aerosil) 
Magnesiufiii£t^araifc>» - .^■iK>iiu 1 -- : . .^v h**.-; ^*t.>, v^*^ 
Saccharin calcium (not less than 150 um in particle size) 



Total 



0.9 mg 

15.0 mg 
5.6 mg 



Claims 



1 . A (5-lactam antibiotic-containing tablet v^h comprlses^Oito 85%.by:v^igrrt^l a ^aefeim antibiotic, 1 to 1 0% by 
to2%!byweigrrtofabir^ • ^-^i '^irj;: • ; rr,^!^ .; ; • • 



:1 i^i . 



30 2. A tablet as claimed in Claim 1 , wherein the binder is iwlyvlpyl^^k^ 

methylcellulose. * ' * ' " ' ^ 



3. A tablet as claimed in Claim 1 or 2 which further comprisesiD.5 to15%5y weight of a-synttretjoswotener and/or 
a granulated synthetic sweetener - 3n>ii \^--^or- .-ia,: -v^wol c sptq r^i^u^ 



4. A tabljst as claimed in Claim 3, wherein the synthetic sweetener or 



particle sizeoof not less than 1^0 ^m, 



l '} i i. i - 



an mean 



5. A tablet as claimed in Claim 4, wherein the synthetic afcdetenSr.or trie granulated synthetic sweetener is not less 
than 150 ^m in particle size. c - ^ ./^i^i^i. 



6. A tab et as claimed in Claim 3, wji^ei^e .g^nulat^^ ^/^^swpetfnerrattfl 
light anhydrous sitici^addand^'r^ .1 ' .U_..„„„r^ 

3-lactam antibiotic is cefmme owjoWintr. ^u- : , v 0! 



45 7. AtaWetas 



450rt^r. 



8. A tab et as claimed in Clairh7 which ctfrtfilriS ^400 mg potency o<-Q^xrmep'tri0)^ 



so 9. A tablet as claimed in Claim 7 J^icfecpntaii 



wt:;' 



10. A method of prbdudrig p-la'cfam antibi6tic<:orrtafriihg tablets which comprises adftiixing a syrrth^ic'-swfeeten^r 
andApr a grari^ated synthetkh^ 

product prepared from the p-lactam antibioticrdtsinte^rator and binder specif Wjn'cialm 1 , optiondly f8g^iher wi^ 
one Or more excipients, by using ethanol, isopropyl alcohol jor an aqueou^ Solution of ethaficrt orT^rb^1 r alcohd, 
and tfienjableting the resujting mix^re. _ ^ ^ ^ij • ; '' ^"^^ ; 
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BNSDOCID: <EP_089O359A1 J_> 



PCT/JP97/00509 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K31/545, A61K9/20, A61K47/30, A61K47/38 

According to jpi^rtorelft^ 



Minimum docwieotpooo ■marched (dassiCrati'ja; system followed by dauiitotio^p&.'Jjl^ h- A) , ,-0 V v ; -w 0 f- " .. . • ; ^' W> 
Int. CI* A61K31/545, A6ljK9/20, A61K47/30, A61K47/38 , : 



Documentation searched other thao nioii?ucb o^Gteautioo so the extent thai aucb documct/^are iudLl*so\ift'Wfitt'LH *Wi'c i*^* ; v J 1 



Electronic data base consulted during tbe^tereauooa* search (name of data base and, where practicable, sear^^eri^ t^alf ^-V S- • 



C DOCUl^ENTSCONSIDEREDrTpF:, .iLEVANT 



Category* 



* "Citation bfdocuacnt, with* rndicauoc, wbwYppropriatc, of^the'reicvant passages 



Rdcvans to daim No, 



0 aor> .7; 



JP, 63-301820, A (Gist-Brocades N.V.) , 
December 8, 1988 (08. 12. 88), 

Claim; page 2, lower left column, lines 2 to 6; 

;lfc£tnr£&^^ ;l0W^ v ragh£ ; ,u 

column, lines 1 to 4; page 6, upper right va 
column, line 8 to lower left column, line 6; 

- - — — 27 to 34 , 



exampls ,3 . to 10 ^ 12; to 19 < 21 .to . 25 , 



fijbiTi etc, 

y 



JP, 60-11414, A (Mallinckrbdt . Inc. ) , 

Claim; page 5, lower left column, line 5 to ...^ 
page 6, upper left column, line 8 

JP, 7-324101, A (Shin-Etsu Chemical Co., V£&; : t 
The) , . 

33>efcea*bex?'112', blS9Sb=C12. . l£ss?9Eiv^r;jVy3 **r*y -i:?*r\v . 
Claim? page 2, right column, lines 7 to 13? 
page 3, lower left column, line 46 to right 



10 



1-10 



70 Or 



° SpeciaJ catefDvio o< cited doauzmo: 

"A" docuneet defiaiaf tae «eaerai stau of tte an which is *o< ooosideivd 

to beef partiodsf nMMKO ^IX'.^O • jMCr^i:-? ;'■ 
"iT earlier dooaaasot bat publbhed on or aXw tb«io«nu*ooai Diiscdus 
"L~ docaawnt waicb stay 1 

.special nw (as specified) 
~0~ docaaaemi referrisf to «a oral dbdosare, qm, exhibition or other 



_ doohes on priority daises) or wtich h 



the priorirfd 



pgWishod after d» ieiernaOo«ai Cli og dale or priority 
data and not in ooafliei with too tpptication bat citod to wn de rmo d 

: f. it) jhn.^nBS«h3^s|^ t-„ i:fr , : . A ; 0 . \: 

"X" docane&i of particular reieveace; the dataaed inveotioa caaaot be 
coastdered novd or cannot be comidsrad to invotve an iswsntiw 

-Y" docMBsaat of panics Lar ratarvaooa; the claimed iavwitioe oamaoi bt 
cui ui d ertd to involve an iaveaove step whsa the do ewnfl a t rt' 
combined withone or mora oihersocfa docu meats, such c " 
being eevious m a person skilled In the art 



■, 03? 



Date of the actual completion of the iDtenutioml search 

[ ; ,,;,,^y : J., JL997 ; . J (^:.„ <i^J} : ;0 - !w ^ 



Name »od\oailtoff eddrcsaof tjuj.IRA/ , : , _ , 



Faaiffiilc No 



Date of mailing of the international search report 

, Mav 20, .1997 (20. 05. 97) A _ 

Authorized ofTiceT , . - ■ *• J x 

Telephone No. 



Form PCT/ICA/210 (fecoud sheet) (July 19*1) 



f> iLf'f A- ^ !; '^bg.ft'; :?rl? ;y;;t3;:;:-; : ■fife" 



8NSDOCI0: <EP 0890369 A 1J_> 



EP0 890 359A1 



/ 



noiJfioikij T i iitur it^ 



I nterna t ional application No. : 7^5^ 
PCT/JP97/00509 



Category" 



W "to: : 1^ ' 



%ittttqn^ of^ document wftH^'riojc^cjn, where apprp^aje^f |te f ^ieva^t, parage* 



column, line 2 (Family: none) 

JP,^ 6-183964, A (Tanafer^yajcn Co. , , Ltd^J , 

CjSiijjX^ 'line 35 to right. 

column 1 , 1 Tine 20 ,Q&e'3 , lef t, t ,column, ft , lines.20.; .... 
to 25 (Family: none) " i ^<Z*«-^ 

JP, 58-109419, A (Beecham Group Ltd.), 
June 29, 1983 (29. 06. 83) , • 

Claim; page 2, upper right coli^Sv^jijae 4 nt^'f. 
lower left column, line 4 & \E^y;M$Sii • 'i 

JP, 50-140623, A (Shin-Etsu Chemical Co., Ltd.,; 
The) , ;*;uc«a;<xj nxir^J-iotnc.^ 

November 11, 1975 (11. 11. 75 ) , ' ^ !9 (2U) °^ i> ^ U 
Claim; page 2, upper left column, line 16 to 
page 3, upper right column, line 19 
& US, 4017598, A 

"General Techniques for New Pharmaceutical 
Preparation Development Systems - Bases and 
Filling Material (in Japanese)" edited by 
Sadao Iguchi, R&D Planning, 

July 12, 1?15 (12. 07. 85 )ju 

p. 417-415, 43^4*6^ kf r ;/ y^Jl^^^^^^^s 

Drug Handbook (in Japanese) 5th edition" 
Edited by Osaka-fu Hospital Pharmacists Assoc., 

iSSS^^^ *'M^ * ^ ™ ***** 



Relevant to daim No. 



1 - io ^i 



... ao , ; 

■b,V# i :s V V.. £ ; 



1 - 10 



7-9 



Form FCT/1SA/210 (conunuauoo of second sheet) (July 1992) 
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BNSOOCID: <EP 08903S9A1 J_> 



